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EXCENEL@ RTU Sterile Suspension General Information 

GENERAL INFORMATION 

NADA Number: 140-890 

Sponsor: Pharmacia & Upjohn Company 
7000 Portage Rd. 
Kalamazoo, MI 49001 

Established Name: 

Proprietary Name: 

Marketing Status: 

ceftiofm- hydrochloride 

EXCENEL@ RTU Sterile Suspension 

This is a prescription product and will include the 
caution statement as follows: Federal (USA) law 
restricts this drug to use by or on the order of a licensed 
veterinarian 

Effect of this Supplement: This supplement provides a new indication, within the 
currently approved dose and duration, for use of 
ceftiofur hydrochloride sterile suspension (EXCENEL@ 
RTU Sterile Suspension) in cattle, for the treatment of 
acute met&is (0- 14 days. post-partum) associated with 
bacterial organisms susceptible to ceftiofur. 

II. INDICATIONS FOR USE 

For the treatment of bovine respiratory disease (BRD, shipping fever, pneumonia) 
associated with Mannheimia spp. (Pasteurella haemolytica), Pasteurella multocida 
and Haemophilus somnus, for the treatment of acute bovine interdigital 
necrobacillosis (foot rot, pododermatitis) associated with Fusobacterium 
necrophorum and Bacteroides melaninogenicus, and for the treatment of acute 
met&is (O-14 days post-par-turn) associated with bacterial organisms susceptible to 
ceftiomr. 

III. DOSAGE 

A. Dosage Form: Sterile Suspension available in 100 mL vials, each mL contains 
ceftiofur hydrochloride equivalent to 50 mg ceftiomr. 

B. Route of Administration: Administered by either intramuscular or subcutaneous 
injection in cattle. 
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EXCENEL@ RTU Sterile Suspension Effectiveness 

C. Recommended dosage: For acute met&is administer at a dose of 1.0 mg ceftiofur 
equivalents (CE)/lb (2.2 mg CE/Kg) body weight (BW), 2 mL/ 100 lb BW. 
Administer at 24-hour intervals for a total of five consecutive days. 

IV. EFFECTIVENESS 

Data from the following multi-location clinical effectiveness study demonstrate that 
EXCENEL@ RTU Sterile Suspension is effective for the treatment of acute metritis (0 
to 14 day post-par-turn) associated with bacterial organisms sensitive to cefiiomr. 

1. 

2. Study Investigators: 

3. 

Objective: To evaluate under clinical field conditions, effectiveness of cefiiofur 
hydrochloride sterile suspension administered parenterally at dosages of 0.5 or 1 .O 
mg GE/lb BW ( 1.1 or 2.2 mg CE/kg BW) for 5 consecutive days for the treatment 
of acute post-par-turn metritis in dairy cows. Ceftiomr hydrochloride is approved 
for the treatment of bovine respiratory disease and interdigital necrobacillosis 
(foot rot, pododermatitis) at these dosages. 

Paul Busman, DVM, Coopersville, Ml; Steve Carlson, DVM, Tulare, CA; Phillip 
Jardon, DVM, Visalia, CA; Alfred Harper, DVM, Dublin, TX; Art Sherman, 
DVM, Geneva, NY; Tony Wiseley, DVM, Perry, NY; Gerard Koenig, DVM, 
Corcoran, CA; Carlos Risco, DVM, Gainesville, FL. 

General Design: 

a. Experimental animals: Lactating dairy cows (N = 406) at eight commercial 
dairies were enrolled that met the following criteria: less than 15 days post- 
partum, rectal temperature 2 103°F (39.5”C), a fetid vaginal/uterine discharge, 
and no clinical signs of other diseases of the respiratory or digestive tracts 
detected during a physical examination. 

b. Dosage foml: Ceftiofur hydrochloride sterile suspension (50 mg CE/mL), a 
ready to use formulation (EXCENEL@ RTU Sterile Suspension). The control 
animals were administered sterile saline. 

c. Experimental Design: As cows were found to be eligible for inclusion, they 
were randomly assigned in blocks to one of three groups: control (sterile 
saline for injection) or ceftiomr hydrochloride at 0.5 mg or 1 .O mg GE/lb BW 
(1.1 or 2.2 mg CE/kg SW). All treatments were administered by either 
subcutaneous or intramuscular injection for 5 consecutive days. Rectal 
temperature and vaginal discharge were evaluated 6, 10 and 14 days after the 
initial treatment. Cows that had not been administered additional 
antimicrobial therapy (escape therapy) and with rectal temperature less than 
103°F (39.5”C) and without fetid discharge were defined as cured. Cows 
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EXCENEL@ RTU Sterile Suspension Effectiveness and Animal Safety 

administered additional antimicrobial therapy or with rectal temperature 
2 103°F (39.5”C) or with a fetid discharge were defined as failed to cure. 

d. Statistical Analyses: Of the 406 cows enrolled into the study 30 were removed 
completely from statistical analyses because they did not fulfill the study 
requirements (deviations to the protocol). Of the remaining 376 cows, 15 
cows either had an observation missing or violated the protocol; therefore, 
there were 361 cows included in the analyses for cure rates on Day 14; 116, 
124 and 12 1 animals in the saline, 0.5 mg, and 1 .O mg GE/lb BW treatment 
groups, respectively. The cure rates for each of the ceftiofur treatment groups 
were compared against the control using the generalized linear mixed model. 
Rectal temperatures were statistically analyzed at four time periods/points: 
over the first five days of the study (during treatment); on Day 6; on Day 10; 
and on Day 14. 

5. Results: On Day 14 the 1 .O mg GE/lb BW treatment group had the highest cure 
rate (77%), followed by the 0.5 mg GE/lb BW treatment group, and the control 
group (65% and 62%, respectively). The cure rate for the 1 .O mg GE/lb BW 
treatment group was significantly higher than that of the control group on Day 14 
(p=O.O 10). No d’ff 1 erence was detected between the 0.5 mg GE/lb BW treatment 

. * group and the control group (p=O.295). 

6. Conclusions: The results of this study demonstrate that ceftiomr hydrochloride 
administered daily for five consecutive days at a dose of 1 .O mg ceftiomr 
equivalents/lb BW (2.2 mgkg BW) is an effective treatment for acute metritis 
(O-14 days post-partum) in cattle. 

CLINICALMICROBTOLOGICALDATA: 

A summary of updated MIC data for swine and cattle pathogens is presented in 
tabular format in the labeling for EXCENEL@ RTU Sterile Suspension. This format 
is similar to that used for NAXCEL@ Sterile Powder (See Supplemental Approval; 
NADA 140-338, dated July 6,200O). 

v. ANIMAL SAFETY 

Ceftiofur hydrochloride sterile suspension was approved previously (NADA 140-890. 
April 26, 1996) for administration to cattle at dosages of 0.5 to 1 .O mg cefiiofur 
equivalents per pound body weight (1 .l to 2.2 mg CE/kg BW) for up to five 
consecutive days for the treatment of bacterial respiratory disease and acute 
interdigital necrobacillosis (foot rot). Because the dose used for acute post-partum 
metritis falls within the previously approved dosage regimen, data on file in NADA 
140-890 provide sufficient evidence of animal safety for this dosing regimen. 
Therefore, no additional studies were required for this supplemental application. 
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EXCENEL@ RTU Sterile Suspension Human Safety and Agency Conclusions 

VI. HUMAN SAFETY 

Ceftiofur hydrochloride was approved previously (NADA 140-890, April 26, 1996) 
for administration to cattle, including dairy cows, at dosages of 0.5 to 1 .O mg ceftiofur 
equivalents per pound body weight (1.1 to 2.2 mg CE/kg BW) for up to five 
consecutive days for the treatment of bacterial respiratory disease and acute 
interdigital necrobacillosis (foot rot). Because the dose for treatment of acute post- 
partum metritis falls within the previously approved dosage regimen, data on file in 
NADA 140-890 provide sufficient evidence of human food safety for this dosing 
regimen. Therefore, no additional toxicology or residue studies were required for this 
supplemental application. 

VIII. AGENCY CONCLUSIONS 

The data submitted in support of this supplemental application satisfy the 
requirements of Section 5 12 of the Federal Food, Drug, and Cosmetic Act and 2 1 
CFR Part 5 14 of the implementing regulations to enable FDA to revise 2 1 CFR 
522.3 14 to provide for the safe and effective use of EXCENEL@ RTU Sterile 
Suspension for the treatment of acute met&is (O-14 days post-partum) associated 
with bacterial organisms susceptible to ceftiofur in cattle. 

The product remains a prescription drug for safe and effective use by or on the order of a 
licensed veterinarian. 

In accordance with 2 1 CFR 5 14.106(b)(2)(v), this is a Category II change which did not 
require a reevaluation of the human food and target animal safety data in the parent 
application. 

Under Section 5 12 (c)(2)(F)(iii) of the Federal Food, Drug, and Cosmetic Act, this 
approval for food producing animals qualifies for THREE years of marketing exclusivity 
beginning on the date of approval because the supplemental application contains 
substantial evidence of the effectiveness of the drug involved, any studies of animal 
safety, or, in the case of food producing animals, human food safety studies (other than 
bioequivalence or residue studies) required for the approval of the supplement and 
conducted or sponsored by the applicant. The THREE years of marketing exclusivity 
applies only to the new indication for which the supplemental application is approved. 

EXCENEL@ RTU Sterile Suspension is under patent numbers U.S. 4,902,683 
expiring February 20,2007, and U.S. 5,736,151 expiring April 7,2015. 
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EXCENEL@ RTU Sterile Suspension Approved Labeling 

IX. APPROVED PRODUCT LABELING 

A copy of the facsimile labeling, including the package insert, is attached to this 
document. 

Copies of applicable labeling may be obtained by writing to: 

Freedom of Information Staff (HFI-35) 
Food and Drug Administration, Room 12Al6 
5600 Fisher’s Lane 
Rockville, Maryland 20857 
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Supplement to NADA 140-890 
EXCENELB RTU Sterile Suspension 

I I I 

NDC 0009-3504-03 100 mL 

CENEL” RTU -- 
ceftiofur hydrochloride sterile suspension 
Equivalent to 

For Intrsmuoculer and subcutaneous InjectIon In cstlfe and 
Intrsmusaflsr In/ccffon in mine. 
This Product Msy Be Used In Lsctatfng D&y Cattle. 
Csutlon: Fedsrsl (USA) law restids this drug to use by or on . 
the order of a licensed veterinarian. 
fW&cted Drug-Use Only Fu3 Directed (Calrfornia) 
For Use in Animals Only 
NADA II 140-890. FDA 

Wamhg: Not for hunan use. Keep out of reach of children. To avoid poesafe allergc 
reactiis. users are advised to avoid direct condacl of this product W&I the sldn or 
other mwn~s membranes. See package inseri for complete product inlormabon 

RESMYJE WARNtNG 
Swine. No pre-slaughter meat withdrawal time is required 
Cattle: Treated cattle must not be slaughtered for 46 hours 

I) 

(2 dab) following last treatment because unsafe lev+r of @g 
remain at the injectron sites. No milk discard time 18 rsqcnred 
when this product is used according to label directions. A c 
wilhdrawal period has not been establtshed in pre-ruminating calves 
Do nol use in calves to be prCCeS8ed for veal. 

Store at controlled room temperature 20” to 25” C (66’ to 7P F) [see USP] 
Protect from freezmg. 
Each mL conEPIns: celtiofur hydrochloride equivalent to SO mg ceRiofur (0 50 mg 
phosphoti~. 1 5 mg sorbitan monooleate, 225 mg sterile water for injection, and 
ccttonsesd cd) 
Shake wdl before ushg U S Patent Noe 4302.663: 5.736.151 616250 106A 

14 (57) 
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ExceneP RTU 
Pharmacia 
lwpjohn 

brand of ceftiofur hydrochloride sterile suspension 

For intramuscular and subcutaneous use in cattle and intramus- 
cutar use in swine. This product may be used in lactating dairy 
cattle. 

CAUTION: Federal (USA) law restricts this drug to use by or on the 
order of a licensed veterinarian. 

EXCENEL RTU Sterile Suspension is a ready to use formulation that contains the 

hydrochloride salt of ceftiofur, which is a broad spectrum cephalosporin antibiotic. 
Each ml of this ready-to-use sterile suspension contains ceftiofur hydrochloride equiva- 

lent to 50 mg caftiofur, 0.60 mg p-hosPM@on, 1.5 mg sofbitan monookate, 2 25 mg sterile 

water for injection, and cottonseed oil. 

Figure I 

Chemical Name of Ceftiofur Hydrochloride. 5-Thia-I-azabicyclo(4,Z O]oct-P-ene-2-carboxylic 
acid, 7-[~(2-amino-4-thiazolyl)(methoxyimino)-acetylJamino]-3-[[(2-furanylcarbonyl) 
thio]methyl]-8-oxo-.hydrochJoridesalt [6R-~6~.7~~Z)]]- 

CLINICAL PHARMACOLOGY 
Swine: Ceftiofus administered as either ceftiofur sodium or ceftiofur hydrochloride is 
metabolized rapidly to desfuroylceftiofur, the primary metabolite Administration of ceftiofur 

to swine as eittter the sodium or hydrochloride salt provides effective concentrations of cef- 
tlofur and desfuroylceftiofur metabolites in plasma above the MIC,, for the labeled 
pathogens’ Actinobacillus pleuropneumoniae. Pasteurella muitocida. Streptococcus suis 

efuJ S+Ammdk &eiereesuis-les~tke 24 )Iwr+h) pwk9d +Mwean -tke &&ng inte+vafs rtre 
MC, for Salmonella choleraesuis (1 0 pg/mL) is higher than the other three pathogens 
and plasma concentrations exceed this value for the entire dosing interval only af-ter the 

2 27 mgllb (5 0 ma/kg) body weight (BW) dose 

Comparative Bioavailabiiity Summary 
Gomparable plasma concentrations of ceftiofur administered as ceftiofur hydrochloride 

sterile suspension (EXCENEL RTU Sterile Suspension) or ceftiofur sodium sterile solution 

fNAXCEC‘@Sterfle Powder) were demonstrated aftm intramnscukr admtistration of 2 27mg 
ceftiofur equivalents/lb (5 0 mg/kg) BW See Table 1 and Figure 2 

Table Swine plasma concentrations and related parameters* of ceftiofur and desfuroyl- 
ceftiofur metebotites efter EXCENEL RTU Sterile Suspension (c&&fur iydfochtoride ster- 
ile suspension, 50 mg/mL) or NAXCEL Sterile Powder (ceftiofur sodium sterile powder, 

50 mg/mL) administered at 2 27 mg/lb ceftiofur equivalents/lb p 0 mg/Ig) BW IM 

26 1 f 5 02 29 2 f 5 01 

0 66 - 2 0 (range) 0 33 - 2 0 (range) 

pg*h/mL. 321 f 50 2 314*551 

tm h, 162+155 14D+t23 

&?4iKJJmL . 345 * 0431 3 53 * 0 791 

c72 hvdmL 0518*0126 0 407 f 0 0675 

Lo 2h. 93 8 f 7 98 850*7?1 

Dafinitiins 
C “ax - maximum plasma concentration in pg/mL 

hax - the time after initial injection to when C,,, occurs, Imeasured in hours 

AJ-K. ecoa-~area.under~plas~~~iaaYs-tune~frnm~oflatection 
to the limit of quantitation of the assay (0 15 pg/mL) 

t 1,2 - the plasma half life of the drug in hours 

C2dh - the concentration of drug at 24 h after administration 

C 72h - the concentration 07 drug a172 h after administration 

t,o 2 - the time (in hours) plasma concentrarions remain above 0.2 (1S/mL. 
* Due to significant period effect and significant sequence effect m this study, data from 

period 1 only were used to evaluate these parameters 

Excenel RTU 
brand of ceftiofur hydrochloride sterile suspension 

Fm Swine plasma concentrations of ceftiofur and desfuroylceftiofur metaboliies after 
EXCENEL RTU Sterile Suspension (ceftiofur hydrochloride sterile suspension. 50 mg/mL) 

or NAXCEL Sterile Powder (ceftiofur sodium sterile powder, 50 mg/mL) were administered 
intzamuscularJy at227 mg ceftiofuraquivalents70 (5 D mg&g) Bw. 

Treatment 
-8- CeftiofulHCI 

-A-CettiotulNa 

Cmkns el+3tal fxftkfur in #te itmgs df pigsadm+kterf3d fedMl0d ceftiir at 
2 27 or 3 41 mg ceftiofur equivalents/lb (5 0 or 7.5 mglkg) BW 12 h after the last of three 

daily intramuscular injections at 24 h intervals everaged 3 66 and 5 63 pg/g 
Cattle: Ceftiofur administered as either ceftiofur sodium or ceftiofur hydrochloride is metab- 
oliz-ed Tapidty to desfuroyteltiofur, the ptiary metabotite Administration of CefttofuT to 

cattle as either the sodium or hydrochloride salt provides effective concentrations of ceftiofur 
and desfuroylceftiofur metabolites in plasma above the MC, for the bovine respiratory dis- 

-easefBRDj~bel ftehge~spasletrfeue ~tier3 +fimsbh~~,j, Pestwelkmuffu- 
cida and Haemophitus somnus for at least 48 h The relationship between plasma concentra- 
tions of ceftiofur and deefweylceftiofttr meteboMes above the MC, in plasma and efficacy 
has not been established for the treatment of bovine interdigital necrobacillosis (foot rot) 

associated with Fusobacterium necropfmnsm and Bacteruides metaninogenicus. 

Comparative Bioavailability Summary 
The comparability of plasma concentrations of ceftiofur following administration of ceftiofur 

hydrochforick atedte suspensicm (EXCENEL RTU Sterfte Suspension) or c&ioftrr sodium 
sterile solution (NAXCEL Sterile Powder) was demonstrated after intramuscular or subcuta- 
neous administration of ceftiofur hydrocMoride and intramuscular administration of ceftiofur 
sodi~ur,at1.0mg~~.~qcrivaleatsllbZ2mg/*gjBW..See~2acrd~~~ 

J&&Q. Cattle plasma concentrations and related parameters of ceftiofur and desfuroylcef- 
tidfur metabolites after EXCENEL RTU Sterile Susoension (ceftiofur hydrochloride sterile 

2iupemh,.50m@mL)admini+tnmd~Jy orsubcutaneously at 1 Omg ceftiofur 
equivalents/lb (2 2 mg/kg) BW and NAXCEL Sterile Powder (ceftiofur sodium sterile powder, 
513 mg!mL) administered intramuscularly at 1.0 mg ceftiofur equivalents/b (2.2 mglkg) BW 

Cm, r.dmL 
t 4-l max 
t h >02 

AUCo-LOO 

trg-h/Id 

b/2 h 

c24 h vdmL 

C4a h v&l+- 

@ftiofur hvdrochloride 

IM SC 

l-JO*1 69 8 56 + 1 89 

1-4 (range) l-5 (raw) 
60 5 f 6 27 51 0 f 6.53 

16003307 954 f 178 115-442 

120~263 11 5 & 2.57 9 50-11 1 

1.47 + 0380 0926a0257 0 86-1 16 

034OtO190 0271-eOO86 0250-02% 

IM’ 
14 4-16 5 

0.3% 3 0 

50 7-50 9 

Definitions 
c mB: -mMmi rh+mg in ptasma in CrglmL 

t max - the time after initial injection to when C, occurs, measured in hours 

t.,O 2 - the time (m hours) plasma drug concentrations remain above 0 2 pg/mL 

MC,.LDQ - the area under the plasma drug concentration vs time curve from 
injection to the limit of quantitation of the assay (0 15 vg/mL) 

t ,,2 - the drug half Me in plasma expressed in hours 

fhb -*TJ=--dntg 24+afm administration 

C 4a h - the plasma drug concentration 48 h after administration 

1 Values representthe separate means from each study 

timaof 

I 
, 'I 
i I i 
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Excenel RTU 
brand of ceftiofur hydrochloride sterile suspension 

w Cattle plasma concentrations of ceftiofur and desfuroylceftiofur metabofites after 
administration of 1 0 mg ceftiofur equivalents/lb (2 2 mglkg) BW of EXCENEL RTU Sterrle 
Suspension (ceftiofur hydrochloride sterrle suspension, 50 mg/mL) by intramuscular or sub- 
cutaneous injection DT NAXCEL Sterile Powder (ceftrofur sodium sterile pawder, 50 mg/mL) 
by intramuscular rnjection 

---------_----------____________________------------------- 

---_----_-------___----------------------------------- 

-----___ ____ 

I.. I.. , . , . . . I I 

0 10 20 30 40 SO 60 70 80 

Time filuurs) 

1 +zFHCI (IM) Mean -A- Na (IM) Mean 8 HCI (SC) Mean 1 
I , 

-ba&us 

pleuropneumoniae (83) I SO 03 - 0 06 I 50 03 I 1993 I 

Pastewells multocida (74) 

Streptococcus suis (94) 

Salmonella choleraesuis (50) 

tmta-hem&y-tic 

1 D--20 

Streptococcus spp. (24) ~0 03 - 0 06 

Actinobacillus suis (77) 00019-00078 0 0076 1998 

Haemophilus parasuis (76) 0 0039 - 0 25 1 
I 

0 06 1 1998 1 

Excenel RTU 
brand of ceftiofur hydrochloride sterile suspension 

Organism (# of strains tested) 

Cattle 

Range 

WC pg/mL 

M’C90 Date Tested 

Mannheimra spp 
+~Pastwrefia haemolylka) (42) rO.rm - 0.03 O-0 15 1993 

I 
* Pasfeurelfa mullocida (48) 

* H*/us somnus +9) 

l Fusobecterium necrophorum (17) 

If Bacletoties LragtXs group (29) 

l * Bacterotdes spp 
non-fragilis group (12) 

‘* Peptvstreplococcus 
anaerobius (12) 

50 003 0 01; - 

nu range 

so 06 

~~0.06 ->I6 0 

0 13->16.0 

013-20 

50 003 1993 

r00019 1993 

so 06 1994 

16 0 1994 

16 0 1994 

20 1994 

* Clinical isolates supported by clinical data and indications for use 

++ Clinical isolates not supportedtry clinical data, the ctinical significance 
is not known 

MIC,, Minimum inhibitory concentration for 90% of the isolates 

of these data 

Based on the pharmacokinetic studies of ceftiofur in swine and cattle after a single intra- 



.’ ExceneP RTU Excenel RTU 
brand of ceftiofur hydrochloride sterile suspension brand of ceftiofur hydrochloride sterile suspension 

muscularly, daily for five consecutive days On days 1. 5 and 9 after the last day of dose 
admmrstratron. cows were evaluated for clinrcal signs of acute post-partum metritis A cure 

was defined as rectal temperature <103”F and lack of fetid discharge Cure rate for the 
1 0 mg cafhfur equivabntdb (2 2 mgIk@ BW dose group wa E s@Gficantly improved reb- 
tive to cure rate of the negative control on day 9 The results of thus study demonstrate that 
ceftiofur hydrocfttortde admfrriatereddafty for five consecutrve days at a dose of 1 0 mg cef- 

fiofur equivalents/lb (22 me/kg)BW is an effective treatment folr acute postpartum met&is 

ANIMAL SAFETY 
Swine: Results from a five-day tolerance study in normal feeder pigs indicated that ceftio- 
fur sodium was well tolerated when administered at 57 mg ceftiofur equivalents/lb 

(125 mgfkg) (more than 25 times the highest recommended daily dosage of 2 27 mgftb 
(5 0 mglkg)) BW for five consecutive days Ceftiofur administered intramuscularly to pigs 
produced no overt adverse signs of toxicrty 

To determtnat&a safety margut in swine, a safety-toxic& study was conducted Five bar- 
rows and five gilts per group were administered ceftiofur sodium intramuscularly at 0, 2 27, 
6 81 and 1 t 86mg ceftiofur equivaients/lb (O,5, 15, 25 mg/kg) BW for 15 days This is 0, 1, 

3 and 5 times the highest recommended dose of 2 27 mg/lb (5 0 mg/kg) BW/day and 5 
times the recommended treatment length of 3 days There were no adverse systemic 
effects observed, indicating that caftiofur has a wide margin of safety when injected intra- 

muscularly into feeder pigs at the highest recommended dose of 2 27 mg ceftiofur equiva- 
lents/b-(5 6 mgfkgjB+Vdaifyfor 3days or atkavek upto S-times the highest recommended 
dose for 5 times the recommended length of treatment 

A sapafata study - fheinjectionsik, tissue tolerance of EXCENEL RTU (caftiofur 
hydrochloride) in swine when administered intramuscularly in the neck at 1 36 and 2 27 mg 
ceftiufur equivatents/fb (3 0 to 5 0 mgfkg) BW Animals were necropsied at fntervals to per- 
mit evaluations at 12 h, and 3, 5, 7, 9, 11, 15. 20. and 25 days after last injection Injection 
sites were evaluated grossly at nacropsy No apparent changes (swelling or inflammation) 
waiwdaewed tliniceUy &tar t2k po6tiffjectiMl Afeas of discoforation assocfatedwith the 
injection site were observed at time periods less than 11 days after last injection 
C&tie: f+es+&s Irem a f&e-&y tdefenoa etudy in feeder c&es indicated that ceftiofur 
sodium was wall tolerated at 25 times (25 mg caftiofur equivalents/lb (55 mglkg} BW) the 
higtwst recommended dose of IO mg ceftbtu~ equt ‘vafefMfb 1;2 2 mg/kg) BW fo~five con- 

secutive days Ceftiofur administered intramuscularly had no adverse systemic effects 
In a 15-day safety/toxicity study, five steer and five heifer calves par group were adminis-’ 

teted +&&fur - itttfemuscalarly y-atefuehicle centrd), 1, il. 5 and M times the highest 

recommended dose of 1 0 mg caftiofur equivalents/lb (2 2 mg/kg) BW to determine the 
safety factef Theta were ne a&area systemic effects indicating that ceftiofur sodium has a 
wide margin of safety when injected intramuscularly into the feeder calves at 10 times 

(IO mg cuftiofo~ equivalents% {22 mgftcg} SW) tfte recommended dose for tftree times 
(15 days) the recommended length of treatment of three to five days Local tissue tolerance 
to intramuscular injection of caftiofur hydrochloride was evaluated in the following study 

-R0sutisfrematiewaMefenoe a&j 4wAk&ed 4tiat e+a+.&f .hydfookh&rce6 well war- 

ated and produced no systemic toxicity in cattle when administered intramuscularly in the 
neck and rear Jes at a dose ef $8 mg c&i&r eq&v&ntsllb (:! 2 mglkg) BW at each lnjec- 

tion site This represents a total dose per animal of 2 0 mg ceftiofur equivalents/lb 
(4 4 mgkg) BW Ciinicaffy noted cfarrges (Iocaf swelfing) at mjection sites in the neck were 
very infrequent (2/48 sites) whereas noted changes in rear leg sites were more frequent 

(21/48 sites) These changes in the rear leg injection sites were generally evident on the day 
Mewing mjectien and tasted from 1 to 1: days -At necrepsy, injeotien &es were recognized 
by discoloration of the subcutaneous tissues and muscle that resolved in approximately 7 to 
15daysintheneckand 19te28daysintherearJeg 

Results from another tissue tolerance studv indicated that ceftiofur hvdrochloride was well 
+&rated and produced no systemic toxicity & cattfe when &minis&d subcutaneously at 
0 5 or 1 o mg ceftiofur equivalents/lb (1 1 or 2 2 mqlkg) BW at 24 h intervals for 5 davs Mild 

and usually transient, clinically visble or palpable reactions (local swelling) were localized at 
the &+&ion site At neuopsy, injection sites were rout&ety recc@zed by edema, limited 
increase in thickness and color changes of the subcutaneous tissue and/or facial surface of 

underlying muscle The facial surface of the muscle was visibly affected in most cases 
through 9 5 days after injection Underlying muscle mass was not involved There were no 
apparent differences in tissue response to administration of cettiofur hydrochloride at 0 5 oc 
1 0 mg caftiofur equivalents/lb (1 1 or 2 2 mg/kg) BW 

INMCATIONS 
SW&a: EXCENEL RTU Sterile Suspension is indicated for treatment/control of swine bac- 
terial respiratory disease (swine bacterial pneumonia) associated with Acfinobacillus 

(ffaamophifus) pleuropneumoniae, PasteureNs mufiocida, Salmonella cholaraesuis and 

vs s&us type 2. 
Cattle: EXCENEL RTU Sterile Suspension is indicated for treatment of the following bacter- 

ial diseases, 

- Bovine respiratory disease (BRD. shipping fever. pneumonia) associated with Mann- 

heimia spp (Pasteurella haemolytica), Pasteurella multocida and Haernophifus somnus 

- Acute bovine interdigital necrobaci&sis (foot got, pododermatitis) associated with Fuso- 
bacterium necrophorum and Bacteroides melaninogenicus 

- Acute metriiis (0 to 14 days post-partum) associated with bacterial organisms susceptible 
to ceftrofur 

CONTRAINDICATIONS 
As with all drugs, the use of EXCENEL RTU Sterile Suspanslon is contraindicated in ani- 

mals previously found to be hypersensitive to the drug 

DOSAGE AND ADMINISTRATION 
Swine: Administer intramuscuiarfy at a dosage of 1 36 to 227 mg ceftiofur equfvaierrtsffb 

(3.0 to 5 0 mg/kg) BW (1 mL of sterile suspension per 22 to 37 lb BW) Treatment should be 

repeated at 24 h intervals for a total of three consecutive days 
Cattle: 
- For bovine respiratory disease and acute bovine interdigital necrobacillosis. administer by 

intramuscular or subcutaneous administration at the dosage of 0 5 to 1 0 mg ceftiofur equiv- 
alents/lb (1 1 to 22 mg/kg) BW (1 to 2 ml sterile suspension per 100 lb BW) Administer 
dafty at 24 h intervats fog a total of three consecutive days Addftfonaf treatments may be 

admtnistered on Days 4 and 5 for animals which do not show a satisfactory response (no: 
recovered) after the mitral three treatments In addition for BRD only admrnister intramuscu 

larly or subcutaneously 1 0 mg ceftrofur equrvalents/lb (2 2 mglkg) BW every other aay on 
Days 1 and 3 (48 h mawal) Do not inja-ct more than 15 ml per injectron srte 

Selection of dosage level (0 5 to 1 0 mg/lb) and regrmenlduratron (dally or every other day 
for BRD only) should be based on an assessment of the severity ot drsease. pathogen sus- 

ceptibility and c lrmca I rasponse 

- For acute post-partum metritis, administer by intramuscular or subcutaneous adminrstra- 
tion at the dosage of 1 0 mg ceftiofur equrvatentsllb (2 2mg/kg) BW (2 mL sterile suspen- 
sion per 100 lb BW) Administer at 24 h intervals for five consecutive days Do not Inject 

morethan 15mCpmtnjection site 
Shake well before using. 

WARNINGS 
NOTR3RfWMAE(tlSE.KEEP OUTf3l=REAC+lOFCHlLOREN. 

Penicillins and cephalosporins can cause allergrc reacttons in sensitized individuals 
Topical exposures to such antimicrobials. including ceftiofur, may elicit mild to severe aller- 

gc raactmm u1 some indkiuals Repeated or +xoJonged eqxure may kaad to sensitiza- 
tion Avord direct contact of the product with the skin, eyes, mouth, and clothing 

Persons with a known hypersensitivity to penicillin or cep&alosporins should avoid expo- 
sure to this product 

In case of actidentai eye exposure, flush with water for t 5 minutes In case of accidental 
skin exposure, wash with soap and water Remove contaminated clothing If allergrc reaction 
occurs (e g , skin rash, hives, difficult breathing), seek medical attention 

ThematarialS?lfEtydata-Shel?!lXltUaU more detailed occupational safety nformatron To 

report adverse affects in users, to obtain more information or obtarn a material safety data 
sheet, call I-800-253-8600 

f+ESffME WARN~ffiS: No pre-sleughter drug withdrawai interval IS 
required when this product is used in swine Treated cattle must not be 
slauqhtered for 98 hours Q days) followins last treatment because unsafe 

.leuels Df.drug remain at& in&ion sites -Ajo milk discard time is required 
when this product is used according to label directrons Use of dosages in 
axcass of Ihnsa indicatad orby unapproved routes of administration. such c 
as intramammary. may result in illegal residues in edible tissues and/or rn 
milk A withdrawal period kas not been established in pre-rumtnatrng 
calves Do not use in calves to be processed for veal 

PRECAUTIONS 
Swine: Areas of discoloration asseciated with the injection sita at time periods of 11 days or 
less may result in trim-out of edible tissues at slaughter The safety of ceftiofur has not been 

demonstrated for pregnant svvfne or swine intended forbreeding 

Cattle: FolkQng intramuscular or subcutaneous administration in the neck. areas of discol- 
oration at the site may persist beyond 11 days resulting in trim loss of edible tissues at 
slaughter Followrng intramuscular administration in the rear leg, areas of discoloration at the 
injection site may persist beyond 28 days resulting in trim loss of edible tissues at slaughter 

STORAGE CONDITIONS 

Store at controlled room temperature 20” to 25” C (68” to 77” F) [see USP] Shake well 
before ustng Protect from freezmg 

How StWPLlED 
EXCENEL RTU Sterile Suspension is available in the following package srze 

100 mL vial NDC 0009-3504-03 

1 National Committee for Clinical Laboratory Standards Performance Standards for 

Antimicrobial Disk end DilulieR Susee@bil+ty Tests for Beoterie leofeted from Animals. 
Proposed Standard NCCLS Document M31 -P (ISBN I-56238-258-6) NCCLS, 771 East 
Lancaster Avenue, Vtftanwa. Pennsytvania 19085,1994 

NADA #140-890, Approved by FDA 

U S Patent Nos 4.902,683: 5,736 151 

Pharmacia 8 Upjohn Company - Kalamazoo, MI 49001, USA 

Revised January 2002 8163233078 
692431 

3504-03-000 


